CENTER FOR DRUG EVALUATION AND RESEARCH

Approval Packagefor:

Application Number : 040139

Trade Name: PROPOXYPHENE HCL AND
ACETAMINOPHEN 65MG/650MG TABLETS

Generic Name: Propoxyphene Hcl and Acetaminophen
65mg/650mg Tablets

Sponsor : Royce Laboratories, Inc.

Approval Date: December 16, 1996



ANDA 40-139 .

Royce Laboratories, Inc.
Attention: Loren Gelber, Ph.D.
16600 NW 54th Avenue

Miami, FL 33014

Dear Madam:

This is in reference to your abbreviated new drug application
dated April 5, 1995, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Propoxyphene
Hydrochloride and Acetaminophen Tablets USP, 65 mg/650 mg.

Reference is also made to your amendments dated May 21, July 15,
August 30 and December 4, 1996.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Biocequivalence has
determined your Propoxyphene Hydrochloride and Acetaminophen
Tablets USP, 65 mg/650 mg to be bioequivalent and, therefore,
therapeutically equivalent to the listed drug Wygesic® Tablets,
65 mg/650 mg of Wyeth Ayerst Laboratories Inc. Your dissolution
testing should be incorporated into the stability and quality
control program using the same method proposed in your
application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.
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We call your attention to 21 CFR 314.81(b)(3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincerely yours,
*\ 1

-

| 72 v D)6/ 7¢
Douglas L. Sporn

Director

Office of Generic Drugs

Center for Drug Evaluation and Research
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ANDA 40-139

NAME AND ADDRESS OF APPLICANT
Royce Laboratories, Inc.
Attention: Loren Gelber, Ph.D.
16600 NW 54th Ave

Miami, FL 33104.

LEGAL BASIS FOR SUBMISSION

Legal basis is the listing of Wygesic brand of the drug
product by Wyeth Laboratories, ANDA 84-999 listed in the
"Approved Drug Products with Therapeutic Equivalence
Evaluations, page 3 - 4 of the 14th Edition (p. 2)

ENT (s
N/A
PROPRTETARY NAME
N/A
N (0] T E
Propoxyphene hydrochloride and acetaminophen
SUPPLEMENT (s) PROVIDE(s) FOR:
N/A
AMENDMENTS AND OTHER DATES:
Original dated: April 5, 1995

Acknowledgement of receipt: May 4, 1995
FDA deficiency letter (major): September 15, 1995

Amendment: October 6, 1995
FDA deficiency letter: April 23, 1996
Amendment: May 21, 1996
Amendment: August 30, 1996
PHARMACOLOGICAL CATEGORY 11. Rx or OCT
Narcotic analgesic Rx

RELATED IND/NDA/DMF(s)



13.

14.

15.

40-139 chem/review No.1 page 2

DOSAG 0
Tablet

POTENCY
Propoxyphene Hydrochloride USP: 65 mg
Acetaminophen USP: 650 mg

c ICAL,_NAME AND STRUCTURE

Propoxyphene hydrochloride: Benzeneethanol,oc-[2-
(dimethylamino) -1-methylethyl]-o-phenyl-, propanoate
(ester), hydrochloride, [S-(R*,S*)}-.(2S,3R)~(+)-4-
(Dimethylamino) -3-methyl-1-2-diphenyl-2-butanol propionate
(ester) hydrochloride. 375.94

. Acetaminophen: CgH,NO,



16.

17.

18.

40-139 Chem/review No. 3 page 3

RECORDS AND REPORTS

l.

2.

Debarment certification, dated April 5, 1995, included.
It is noted that the firm states that except for

, Wwhich is cited as an
outside contract testing laboratory in Section X,
pleaded guilty on June 18, 1991, to a federal charge of
obstruction of an investigation, in the US District
Court for the District of Maryland. They (the firm),
nor any of their employees, affiliate companies or
employees of such companies have been convicted within
the last five years for acts described in subsections
(a) and (b) of section 306.

CGMP certification statement is appended (p. 242).

COMMENTS

N/A

CONCLUSIONS AND RECOMMENDATIONS

1'

The revised list of DMFs submitted is now complete. The
following were included:

Manufacturing Masters for ]
units, are appended (Attachment 2, October 6, 1995
submission). Acceptable.

The firm includes a revised Method Validation Report
(Attachment 3, October 6, 1995 submission). Acceptable.

The firm commits to make "every effort to test the
stability samples within 30 days of their due dates"
and will acknowledge in their stability reports the
actual storage conditions of any samples whose testing
may have been delayed.

The firm revised their Stability Protocol, the Finished
Product test method, and stability test method for
Propoxyphene Hydrochloride and Acetaminophen Tablets,
65 mg/650 mg to make the specification for moisture,
the specification for impurities and degradants for
stability agree with those in the stability reports
submitted. The specifications added of

Attachment 4, October 6, 1995 submission).
Acceptable.
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4. The firm's SOP QC 1.2 specifies that in-process blends
must be tested before use

have elapsed since they were produced. The firm's
description of the

are 1included in Attachment 6 (October 6, 1995
submission).
Accumulated stability data are presented. Acceptable.

5. In their Attachment No. 7, the firm estates that: the

concentrate. Acceptable.

6. The firm has included their in-process spec1f1catlons
for thickness and hardness, in their revised masters
presented as Attachment 2 (October 6, 1995 submission).

Acceptable.

7. The specification of >f total impurities and
deqradants was considered The same applied
to the moisture specification of the tablet established
at
It was noted that the specifications included in the
stability reports were: )f total impurities
and noisture. The firm was advised to revise
and submit, including an individual impurity
spec1f1cat10n.

The firm revised their Stability Protocol, the Finished
Product test method, and stability test method for
Propoxyphene Hydrochloride and Acetamlnophen Tablets,
65 mg/650 mg to make the specification for moisture,
the spec1f1catlon for 1mpur1ties and degradants for
stablllty agree with those in the stability reports
submitted. The specification added of for
individual impurities, total impurities and degradants
and moisture
(Att. 4). The Stablllty summaries include the
revised and the added spec1f1catlons. The firm failed
to include the specification for individual 1mpur1t1es
of in the revised stablllty protocol. This
generated a telephone call to the firm requesting to
revise the specifications for the drug substances, the
finished drug product and the stability protocol for

consistency.
19. REVIEWER: DATE COMPLETED:

A. Croitoru July 25, 1996; September 4, 1996
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Each tablet contains:
Propoxyphene HCI, USP 65 mg
Acetaminophen, USP ... 650 mg
Cnca_mhncsoogno"
One 535&85:0:38:3%&23_? See

accompanying information.

Store at controlied room temperature, 15°-30°C
(59°-86°F).

Keep tightly closed. Protect from light.

Dispense In a tight, iight-resistant container as
defined in the USP,
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Each table} contains:

Propoxyphene HCI, USP ........coo.ovvvoveeeooooo . 65 mg
Acetaminophen, USP ................ .. 650 mg
Usual Adult Dosage:

One tablet every four hours as needed for pain. See
accompanying information.

Store at controlied room temperature, 15°-30°C
(59°-86°F).

Keep tightly closed. Protect from light.

Dispense in a tight, light-resistant container as defined
in the USP.

Mtd. By: Royce Laboratories, Inc., Miami, FL 33014

Certain manufacturing operations h

ave been performed

by other firms.
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Usual Adult Dosage:

One tablet every four hours as needed for pain,
See accompanying informatinn,

Store at controlled room temperature, 15°-30°C
(59°-86°F).

Keep tightly closed. Pratect from light.
Dispense in a n_m:.. ight-resistant contatner as
delined in the USP,
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OFFICE OF GENERIC DRUGS | \
DIVISION OF BIOEQUIVALENCE N & AnTgae 2
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Acetaminophen and Royce Laboratories, Inc.
Propoxyphene Hydrochloride Miami, FL

Tablet, 650 mg/65 mg _ Submission Date:

ANDA # 40-139 April 5, 1995

Reviewer: L. Chuang ’

Review of a Waiver Request

Propoxyphene is a centrally acting narcotic analgesic agent. Both
hydrochloride and napsylate salts are marketed. The combination of
propoxyphene and acetaminophen produces greater analgesia than that
produced by either propoxyphene or acetaminophen administered
alone.

This combination drug is an AA product as published in the
"Approved Drug Products with Therapeutic Equivalence Evaluations",
15th Edition, 1995. The firm is requesting a waiver of
biocequivalence study for the test product. The master formulation
of the test product is shown below in comparison with the listed
product, Wygesic®, manufactured by Wyeth Laboratories.

Ingredient Amount per Tablet

Test Product Listed Product®’

Propoxyphene Hydrochloride 65.0 mg 65.0 mg
Acetaminophen 650.0 mg 65.0 ma
Microcrystalline Cellulose
Polacrilin Potassium
Corn Starch
Stearic Acid
Magnesium Stearate
Orange
Clear
Methylcellulose
Vegetable 0Oils, Hydrogenated
Cellulose
Hydroxypropyl Methylcellulose

Wax, White

Carnuba wax

1,1,1, Trichloroethane
Dye FDC Blue #1
Titanium Dioxide

Dye FDC Yellow #6

Dye DC Yellow #10

NP = Not Present
PNG = Potency Not Given
* = Not for release under oI



The firm conducted content uniformity test and comparative
dissolution testing on the test and listed reference drugs. the
methods and results are presented below:

—

In Vitro Dissolution Testing

Drug (Generic Name): Propoxyphene HCl/Acetaminophen

Dose Strength: 65 mg/650 mg
ANDA No.: 40-139
Firm: Royce Laboratories, Inc.
I. Conditions for Dissolution Testing:
USP XXIII Apparatus: Paddle REM: 50
No. Units Tested: 12
Medium: 0.05 M Acetate Buffer, pH 4.5 Volume: 700 ml
Tolerance: NLT 75% (Q) of both ingredients in 30 minutes (USP 23)
NLT Q) of both ingredients in 30 minutes (Royce)
Reference Drug: Wygesic? Tablets (Wyeth Ayerst)

Assay Methodology:

II. Results of In Vitro Dissclution Testing:
Sampling Test Product Reference Product
Times Lot # LF-1207 Lot # 9930155
{Minutes) Strength (mg): 65/650 Strength (mg): 65/650
Amount of Propoxyphene Dissolved Amount of Propoxyphene Dissolved
Mean % Range 3CV Mean % Range CV
5 49.39 50.1 76.50 11.6
10 82.91 13.1 86.61 7.0
20 89.01 6.8 92.61 4.1
Lao | o1 &4 | Lso | oses |
Amount of Acetaminophen Dissolved Amount of Acetaminovhen Dissolved
S 47.80 49.5 70.70 11.4
10 82.58 11.8 85.89 6.9
20 89.15 5.5 93.73 4.7
) ) .
r——-———————————————-————-—— e — |

Content Uniformity N=10 (CV) = 99.8% (2.5%) for Propoxyphene HCl in Test Drug
Content uniformity N=10 (CV) = 96.5% {1.4%) for propoxyphene HCl in Reference drug
Content Uniformity N=10 (CV) = 99.8% (1.1%) for Acetaminophen in Test Drug

= = hl

Comment:

The test drug is in conventional dosage form and does not present
bioequivalence problems. It also has met the proper iIn vitro




dissolution standard that is acceptable to the specification
published in USP 23. Therefore, a waiver from the human in vivo
bicequivalence testing requirements is granted.

Recommendation:

1, The Division of Bioequivalence agrees that the information
submitted by Royce Laboratories, Inc. demonstrates that
Propoxyphene HCl/Acetaminophen Tablet, 65 mg/650 mg, falls
under 21 CFR Section 320.22 (d) (1) of the
Bioavailability/Biocequivalence Regulations. The waiver of in
vivo bioequivalence study for the test product is granted.
From the bioequivalence point of view, the Division of
Bioequivalence deems the test tablet to be biocequivalent to
Wygesict tablet, 65 mg/650 mg, manufactured by Wyeth Ayerst.

2. The dissolution testing conducted by Royce Laboratories, Inc.
on its Propoxyphene HCl/Acetaminophen Tablet, 65 mg/ 650 mg,
Lot #LF-1207, is acceptable. The dissolution testing should
be incorporated into the firm's manufacturing controls and
stability program. The dissolution testing should be
conducted in 700 mL of 0.05 M aceatate buffer, pH 4.5, at 37°
C using USP 23 apparatus II (paddle) at 50 rpm. The test
product should meet the following specifications:

Not 1less than of the labeled amount of both
aceaminophen and propoxyphene are dissolved in 30
minutes.

A husng

l.in-whei Chuang
Division of Bioequivalence
Review Branch I

{

RD INITIALED YHUANG v{ L_*_\“" ! ‘3/3' Jas

T INITIALED YHUANG

vc: ANDA 40-139 (original, duplicate), HFD-600 (Hare), HFD-
630, HFD-652 (Huang, Chuang), Drug File, Division File.
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